200

32419190.y
39959715.y
22549405. v
20069882. v
9630969. v
30387377. v
9629939. v
9627752. v
9635253. v
11068009
32698542
21686668
14602244
39967937
39967917
39967737
2phk_PHK
11 3r _PKA
2erk_Erk2
1j wh_CKI

22788861. v
1i as_TGFbR

<K<K << <<

400

32419190.y
39959715.y
22549405. v
20069882. v
9630969. v
30387377. v
9629939. v
9627752. v
9635253. v
11068009. v
32698542. v
21686668. v
14602244. v
39967937.y
39967917.y
39967737.y
2phk_PHK
11 3r _PKA
2erk_Erk2
1j wh_CKI
22788861. v
1i as_TGFbR

600

32419190.y
39959715.y
22549405. v
20069882. v
9630969. v
30387377. v
9629939. v
9627752. v
9635253. v
11068009
32698542
21686668
14602244
39967937
39967917
39967737
2phk_PHK
11 3r _PKA
2erk_Erk2
1j wh_CKI

22788861. v
1i as_TGFbR

<K<K << <<

10 20 30 40 50 60 70

SKETSEFSEKTEAFSQSEI LARFRE

Wi

VDVNI NDGANASGSTTEFI

|..
MAAGGDPAGASDHTQSF TEKTEPFSQSEFDARMUSVRVQODESFRSCQDSSL VHLDEL VWIPPDKDI RTLVRPLRARSVSFPGNLDN

STEFARMLEEHGVCLASPEAPSGT TNPFSSSEL I RRONEQNEDDATAASCREADEVEAAEAPPNVRI | LGASPSQPVTVQLHPLGDI KAGAEATSRYR

80 90 100 110 120 130 140 150 160 170 180

[P P P RN IR IR IR IR DD DD DD DD DEUEE DU DTN DR
CRVLALRAEVA -~ GKDQDQHKVLAVTQTSRDI KFSVR-| PG MLVICEL YYDPASDKLI LVN
CEVIL AL HAEVASPEGVDKPQHRVVAVTQTSRDI KFSVR-| PGSSPGLYGOQQEDEASAPTLVICEL YYDPRSDNG! LRN

190

REE-LQLALNSTVSLDSLVI DEDI Rl LFR”PRGRVSPGSLEN

RAVLDVAANASGTAL PGALAYQKLFVTQSKENI GFTI QATAYVPPTQARCRI PPKDVAQLLHCTLVFDPAADRI VLRN

MBEQAFSTQLTNPFSSSNSRYCQETSTI ATVNRSEATNGQ ASENQGKGCAN~PTAHPGGTEDVMGE! VPERL RAL QL SKEDNRTRLVFH>SD-DAFHLEHVGLG NDQSYTDSCSQUL EFVCCEDCEESVEI SKVIVAVAQS! FHVACKVS] HCKGSTQVNFE! YYDPETDQVTLI N
NMASTSSI EANPPTEVTNAFNSQDSTYQGRL RCAL GQQQQPI DEDHHTEATNVFKSKDE! YOKRLNQAL RVOSNL VGAI DQGPSKHHLLATTEESQVL SLSRLGLDSLETSSTRLVFLPSDPGTFTVAPVGL PQUNTQAPASEVWEL SHEGS~ETSFEPSKVLVFDQT

210 220 230 240 250 260 270 280 290 300 310 320 330 340 350 360 370 380 390
RSNAPFI LSRAS TTVSCGD-NEEYEVN-GFNKDVF-GTVRI RFYN-SDVLDFRI LEKKPTLFRI PSI DSSTS—~CQLVRKRSYVCGDDEDEI SSNKKPRGSEDI El KKEDTDI K-EDGVI MFLPAKTKPLVL PSLTGEKKEL VSANGRREL | ASDGN-LLCRQ QVTGG-ELDEYTLTKKSORAS
KSDI PI SLTRVS QLPPASPG EYLVLPEDVRALPPGTVIR GVED-VDVLDFR! LEKRPATLRLPSLSSSGSSLSEM NSSGKRSLNEDEET LG EARR! RANPTSPKNQDGVI EFLPSKADKLVF LPAASSRREL| PFDGH L L OJJEEGOIYDI PGGCELDTYQ! TKVD-{JAS
WLDRAT | ETEFL SQOEKKPE - YKIIFD
MVLDR-(BT] | ITEFL SQCEKRD-| FD
MDALJJGDFADFHKECSART AL HIVN
[TOFVNDSTVI Al \VN
SRFVADCAVLA \VN
MATTI \VOFYENCKNVKTRYK]! N
MR | ACRSARNPEL TINSNKEJALIJONYLNNLEl VRKLND- D
KSN SQCVEYLKNLEVVCGKLNDGED
S NKEISRYVODLKNI Qf VKKLCDNSS
N-SREJARYVODLKNI Qf LEKLNKNED
N-S| SRYACEL SKYE! LKKLDESDT
LDDKSVTLKTLAREKMAEL GLEGKGL STPRSVQSVEI EPDDFELLEAG WAl HAASGCQEVLEFSI LARSG I SI'1 PNPTVPSNAKT TLQGTKRQLASSQAGDPG~SKKCGKL REFPDKEDKATI VFQPVPVQAVROL DHPSASARAPASVIPAASAACRGLL PFRGH! HAGDKAR! ([#G SCGEDYTVTYDKQLAMVR
TLVLKKESG”DNI | VYKGTSAELEFPGAVN LTAPDVSRTTTLLVLPRRFLPARDNAEEFEFPESRKRSASATL PAKRAKASSTVALVPKHTVI VADFEVRQLEHPLVSER KLY GSH-QEEYSI TYA IAE
| NDVGCDVSI KPPGRNFAI AARI YFDPARDKVTI VNKSKPKLTVSKDGASSI | LYDTSSAELDSGILI FASEKSFTFTTKLL VL PRRFFSSHAQSL TODEGSSQAGLKKR”PI MEASGVTVAKKTKGLFAI THAL SSEI GVEl AARSHPV KVE OL[MG N RDNYS| KRI SD
GFYENYEKElL CRGVSSVWRRCI HK-TC

GNAAAAKKGXEQESVKEFL AKAKEDFKKVET PSONTAQL DOF KT
AHHHHHHVAAAAAAGPEVRGQVFDVGPRYTNL SYI GEGAYGIVC
VBEG-VPSRARVYTDVNTHRPREYVIDYESHVVEVGNCDDY QLY RK

M;\%EHL(ENKNSK
=

EDPSLDRPFI SEGTTLKOA! Y1 SGSGSGLPLLVQRTI ARTIVL

410 420 430 440 450 460 470 480 490 500 510 520 530 540 550 560 570 580 590
P D T A I .. N P | | oo [ | N
SSLSSVFT~~~ADHSNVP-DGVI 5\ [IREIQYGEK LQHKSJJVRL YGGDA RVN- DRFAGDRSDAKR]
TAL SSVFRGVWDDH-DVPGDSVI 5 VOREFQAGE KL YGGDA AFBIOCKCKVIEGL NNDFFVGTRDDARCNI
€} GEE Y-FSVTTL KEI
K cEE Y-FSVTTL KEI
€% KFN F-YSLHSL E
R ADH Y- FCYNS
R SDH Y-FCYSS
R SDH Y- FNHGSI K
NS E RDN YDVFYV STFKFEEKKARKINF
TS E KHN HNVVHL DI YK TEKCCKKIEYL
NSGS E SNN YNCYYTKK SKGsS
ss E KDN ONFVYTEN LI AR NKKKI
ES S RNN HNFVENDN FVRVNDTREL RENEAACKKEN!
ENCHVFTAQHSSSPEDNGAAVVK ISEHVRYVPFLVYI Cl QKYSAPNSPAPSRSVRL Q> SJIVRLFDADS WERYKAL AL HYRKPTVAG- PYCTIISSANVAQYECDT S

NKSS LVi SFPGHGNVDIWAKTVRKAIRDAKAAA] IVATT AGARFIVOLLGTDA-RI SEAH>- TVECORENLFTGSRGVAGR]
RRPAS STHEE VVVKVLVCTDD”RRAANMINL GSD KHRHJAQLLAVIDA KFVWL.G"DNFFSGTI SDAECN T
KEY | DVTGG SGH | QLKDTYETN NV Ll
LGTG SH \VKHRE INEKRI LQAVN FPFEVKLEFSFKDN R | GREXEPHARFYAA
SAYDN LNi Al KW S OTYCCRTLREI [N LMRFRHENI | G | NOjI RAFTI EQ- VKD <1 SNDHI CYFRY!
LERXK NSE\YFEAI NI TN ENLRGG NI IADI VKDPVSRT LYQTETDYDI RFYYY
YSVEDLDG KRLT \VYRVNFKKD - KL VBYS! VTSSCOEKL L
CQESI CKCER VRCKV[ECGE EVAVKI FSSREERSVWFREAEI YQTVYARHEN | LGFI AADNKDNGTWT QL V{RYSHEHGSMEBYL NRYTVTVEGM KLALSTASCGHRAI




800

32419190.y
39959715.y
22549405. v
20069882. v
9630969. v
30387377. v
9629939. v
9627752. v
9635253. v
11068009
32698542
21686668
14602244
39967937
39967917
39967737
2phk_PHK
11 3r_PKA
2erk_Erk2
1j wh_CKI

22788861. v
1i as_TGFbR

<K<K<K << <<

32419190.y
39959715.y
22549405. v
20069882. v
9630969. v
30387377. v
9629939. v
9627752. v
9635253. v
11068009
32698542
21686668
14602244
39967937
39967917
39967737
2phk_PHK
11 3r_PKA
2erk_Erk2
1j wh_CKI

22788861. v
1i as_TGFbR

<K<K<K << <<

610 620 630 640 650 660 670 680 690 700 710 720 730 740 750 760 770 780 790

ol | N | [P N N RN IR IR IR I DU DD DU DD DU DR T R P PR D
RDPSI N-RDRN KH GEVNVARA

EFJALKQ RGA AFPDARG-NRAHPQHL HVL I AKVH o ARVHDQVPEK
RS =AGOKL RGACBVMWAREY T YAKKL PL PDSRGSVRPNGRAL HAQI ADLNRPQGARQ! LPAQY GRGPPMOQRHQQ AKMOCOL GEVNEAKERLN ADL YAEQQQRQSEAGSK
GOKT KGDN YQ HEpvWARERRy <ER G- KSPEK TDFDEKVS El LAGRQ QKKLTFTSDM | RHNFIL
GKTL KCGDN YQ HABVWAVERETCERSAG KSPEK THFEEKLS EELAVRQ QRKLTFTSDL | KHNFI
GSPSTF NKHA AAVHF ESTG KHPEK LDQDESLD ETLHKRQ QLDVTFPADF KNTYVKS| VHVKGR
HSPGVH RRHN YARSF]» (U T GVKHPEE RSVAEVLD SSVRRROQYNDI TLLKNV \VKHPFIl NKHNSGGCSSHASLVAEFS
HSP-VHI RRHN YARSF I TGCR-PEE RSADEVLD ASVRRROQYNDAAL KNV AKHSFASRHDYI
NSLSVH RHTT MHVSF I TGCRHPEE KSEDEM.D INSVKRROQYNDI GVLKHV | KHEFllS
DTPSSYI KFEL NQESF[p ERISR - KYPYDEL ESRKKNQ VMOENSSSSSSSNDNEDPEEL LKCORKKL PKI KR VRHFIIKF
NTPSTH KGE YQAAFD ERTG KYI \VDGDEDNCN- ~ OJEPEEL LKHL SKSI PKI RN | RHPFINV
NVPSHYI AKI CTQSF EMISK - NYPEE FDEEEEDEI N KEMNI YKQLKKI PN | KHoFINI
GAPSCYI VKSV CDVSF] ERIST- HYPED L NDNDGEEVNS EPDEMLPLYTKPLPRI NH | KHPVEL
GHTLLLRR RHEA YQTSFB =RIST EYPED | NEDNEEENDA EPKDMLPLYSKPLETI EH | KHPFllcE
TSHTYHTE GRTPS RGA L PEL CKAH VVIFI NEAL HL GSGARL AMQKV\L. SFVEDTSATLD TDELAVKVAGHQ Q
TATNVYAAE AASNPG-——~RGF QLFHFKLLPLPETTAEW | SHVWG KG NRDRARETM/QUL KRVKNARGL L AL EG>GSD”DT L L HAAGGRKGKAHRDGQCDAVRGDGDG 0 (GGLRPAARYVSDVAL HDPPTTPS
KEDGLKRGE ETYS RVL M. YIERKL DCPESY VW SNI VDEVGDAADKNVEDVINTVAGKRRSL G 5 RKEYVI TGLEEALKSKRVL
GEKLREVQE ECSIVNDNH GYCKE MBAGSPPF RKQVLM.R M MBGNYQFGSPEVDD YSDTVKBL Y SRAEVWQ K YIJAEEABAHFFQQY
CRTVXLCE LSKG YNKA EYAAGYPPFFADQ I QI YEKI VSG KVRFPSHFSSDL KDL LRNL L DL TKRFGNLKNGVNDI KNHKVIFATTDW Al YQRKVEAFIilPKFKGCDT SNFDDYEEEE! RVXINEKCCKEF TEF
HDHTGFLXEXVA | NSKG YTKSI dJL AZYESNRSI FPGKHYLDQLNHI LG | LGSPSQEDLNCI | NEKARNYL L SLPHKNKVPVINRL FPN ADSKALBLIDKYETFN - HKEIEVEQATAH YL EQYYDPSDER| AEAPFKFDVE
CEYNVRVAS \VDYQ MYDYSL[® QYL ASYIIFRKEPFEHG-DNYDQLVRI AKVLG TEDLYDYI DKYN! ELD°RFNDJJL GRHSRKRVERFVHSENQ HLVSPEAL A RYBHOSRIAREANEHRYFY TVWKDQARMGSS
VQNCTALNE SSsY DYR TAYYCFTNGAL PR | SDNCED ARKVNWTIVHTDPLKVVFD oL RELVENE TV SREMINL SEi ERLKIVYKKFENYVS
TDTI DI APNHRV DDSI NVKHFESFKRAR! [ZAYERYFVEJARRCS! GG HED YQLPYYDLVPSDPSYEEMRKWCECKLR NI PN RVQSCEAL RVVAKI [JRECTYANGAARIRIAL RI KKTL SCESQQEGH KM

810
e

TNCV

LDDLPKEKLKEL| FEETARFQ GYRS



